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“TALKING WITH STAKEHOLDERS ABOUT FDA MODERNIZATION”

Written Comments Submitted in Connection with April 28, 1999 FDA Stakeholders’ Meetings

Submitted by Susan K. Zagame
Vice President

Technology and Regulatory Affairs
Health Industry Manufacturers Association

Docket No. 99N-0386

These comments are submitted by the Health Industry Manufacturers Association (HIMA) in
connection with public meetings and an interactive satellite teleconference entitled “Talking
With Stakeholders About FDA Modernization” held on April 28, 1999. HIMA is a Washington,
D.C.-based trade association and the largest medical technology association in the world. HIMA
represents more than 800 manufacturers of medical devices, diagnostic products, and medical
information systems. HIMA’s members manufacture nearly 90 percent of the $62 billion of
health care technology products purchased annually in the United States, and more than 50
percent of the $147 billion purchased annually around the world.

Introduction

HIMA applauds the Food and Drug Administration (FDA)---especially the Center for Devices
and Radiological Health (CDRH)--for its considerable efforts in implementing the Food and
Drug Administration Modernization Act of 1997 (FDAMA). We firther recognize the
achievements resulting from the agency’s reengineering and management initiatives. Review
times for medical devices have decreased since the peak year of Fiscal Year (FY) 1994,
collaboration has increased measurably, progress has been made to improve the inspections

, process, and many of the conditions that led to the enactment of FDAMA have ameliorated if not
abated.

However, the challenges for the agency—and consequently, for industry in its dealings with the
—have not diminished. FDA is charged with implementing a complex and demandingagency

statute. It wields enormous economic power over a substantial portion of the marketplace.
Public expectations of the agency’s ability to provide the most technologically advanced
products, risk-free, and immediately-can be unrealistic. And the agency is under constant
scrutiny by the Congress, the public, and we, the stakehoIders.

Such challenges require optimal levels of communication, cooperation, consultation, and
collaboration. We support the agency’s ongoing attention to seek improvements in these areas
and welcome the opportunity to provide suggestions.



Our comments are organized as follows: I. Overall General Recommendations: HIMA’s
answers to the specific questions together with comments at previous stakeholders’ meetings,
contain similar themes. These can be distilled into several overall general recommendations.
II. Ongoing General Concerns: HIMA’s priority concerns of a more general nature than the
specific issues posed by FDA include development times, review times, and issues involving the
Center for Biologics Evaluation and Research. III. Responses to FDA’s Specific Questions.

I. Overall General Recommendations

Faced with shrinking resources, increased statutcry obligations and public expectations, we
recommend that the agency (1) devote its resources to core statutory obligations, (2) focus its
resources on highest risk and new technology products, (3) maximize the tools of FDAMA, (4)
continue to seek improvements through reengineering and other management initiatives, (4)
leverage resources from both the public and private sectors, (5) cease activities that are not
essential to carrying out the law, and (6) seek additional funding from Congress for device
reviews.

HIMA supports additional funding for the agency devoted to device review and other activities.
Attached is a copy of HIMA’s testimony on FDA’s fiscal year 2000 budget submitted to the
House Committee on Appropriations’ Subcommittee on Agriculture, Rural Development, FDA,
and Related Agencies and the Senate Committee on Appropriations’ Subcommittee on
Agriculture, Rural Development, and Related Agencies (Attachment I).

II. Ongoing General Concerns

Development Times
One of the general concerns of the medical device industry is development time—the time it
takes to produce the data and other information required by FDA to meet the threshold level of
evidence necessary for the review to begin. This issue is tied to Section 205 of FDAMA that
requires FDA to consider the “least burdensome” appropriate means to demonstrate device
effectiveness or substantial equivalence to predicate devices with differing technological
characteristics. The least burdensome concept does not reduce the scientific standard for
effectiveness; this concept is intended to carry out Congress’ longstanding purpose included in

, the “Medical Device Amendments of 1976” to avoid over-regulation of devices. It is also tied to
President Clinton’s statement upon signing FDAMA that the law would “ease the regulatory
burden on industries . . . .“ Furthermore, the overall goal of speeding beneficial technology to
patients is one that is greatly affected by the length of time it takes to meet FDA’s threshold
review requirements.

HIMA chairs an indust~-wide “Least Burdensome Industry Task Force” that has submitted a
proposal to the agency on recommended approaches for how this concept should be implemented
by FDA. A copy of that proposal is attached to these comments (Attachment II). We urge the
agency to carefully consider that proposal and request a meeting to exchange ideas concerning
“least burdensome.”
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Review Times
Review times remain an issue of primary concern to medical device manufacturers. According
to information submitted by FDA to Congress, 1only 64°/0of 5 10(k)s and 510/0of PMAS were
reviewed within statutory time frames in FY 1997. Despite the fact that FY 1998 data appears to
show improvements, we believe that FDA’s goal should be to complete nearly all submissions
within the review time frames established by law.

We are becoming increasingly concerned with what appears to be a redefinition of the review
time frames mandated by statute. For 510(k)s, the law requires the Secretary to “review the
report. . . and make a determination . . . not later than 90 days after receiving the report.”
(Federal Food, Drug, and Cosmetic Act (FFD&C Act) $ 513(n)) For PMAs, the statute requires
that “As promptly as possible, but in no event later than one hundred and eighty days after the
receipt of an application . . . (or unless. . . an additional period as agreed upon . . .), the Secretary
. . . shall . . . issue an order approving the application . . . or deny approval of the application . .
7?

..

In the FDA Plan for Statutory Compliance (the “Plan”) and in its budget justification documents
(see footnote 1), FDA appears to be redefining its statutory obligation to be one of “completing
first actions” or “percentage of first actions” within statutory time frames. In the Plan, the
agency states that its FY 1999 goal is to review 50°/0of PMAs within 180 days (compared with
65% in FY 1997) but indicates that the goal is stated in terms of “percentage of first actions
within time frames.”

In comparison, the budget justification documents state that the FY 1999 estimate is for 70% of
PMA First Actions [to occur] Within 180 Days. It is confusing for industry to be able to
determine whether the goal is 50% or 70940or what the differences are between the two
documents. Attached are copies of the relevant pages of the two documents (Attachment III).

An additional concern we have is the potentially misleading way in which the agency portrays
the “overdue” applications. In the Plan, the agency defines “overdue” applications as “those
whose review period exceeded the time frames and were under active review at the end of the

, fiscal year.” This excludes all those applications that are pending but which are not “under
active review” because the agency has put them “on hold” due to questions about the application,
requirements for the applicant to produce additional data, or some other obligation imposed on
the applicant. While it maybe technically accurate to define overdue applications in this
manner, at the very least it is misleading in that it does not give stakeholders a true picture of the
number of applications that are pending with the agency and the obstacles that may be delaying
marketing. We urge the agency to at least list the number of applications pending at the end of
the year (i.e., those that are still active but “on hold”) in all such documents.

However the numbers are articulated by the agency, it is clear that the agency believes time
frames will increase unless user fees are enacted this year—an unlikely event. This is of grave

‘See,Departmentof HealthandHumanServicesFiscalYear2000FoodandDrugAdministration“Justificationof
Estimatesfor AppropriationsCommitteesand PerformancePlan.”



concern to the medical device industry and one that we urge the agency to address in accordance
with Section 406 (b)(2)(E) and (F) of FDAMA. Those sections require the agency to establish
mechanisms by July 1, 1999, for eliminating backlogs and for meeting statutory time frames for
submissions. The agency indicated in the Plan that it intended to “reevaluate where it stands in
relation to this objective” in the spring of 1999 and that it planned to make information on this
objective “easily available to Congress, the public, regulated industry and other stakeholders.”
We do not know of any actions taken by FDA in accordance with these statements. I

The Center for Biologics Evaluation and Research (CBER)
While the majority of devices are regulated by CDRH, there area number of devices that are
regulated by CBER. The device provisions of FDAMA also apply to these devices. Not
surprisingly, industry’s ongoing concerns with device reviews conducted by CBER do not differ
significantly from those expressed earlier in this document with regard to CDRH. Product
review times top the list of issues for both Centers. However, medical devices are not CBER’S
primary focus. Consequently, until very recently, little attention has been paid to the medical
device industry’s concerns over the increasing product review backlog at CBER.

Changes are in progress. CBER has held severaI meetings to gain a better understanding of the
concerns of the device industry. As a result of these interactions with industry, CBER is now
focusing on improving its device review activities through the development of a CBER Device
Action Plan. The plan, which is greatly needed and long overdue, is intended “to facilitate the
implementation of the device provisions of FDAMA and to assure consistency of policy and
procedures between CBER and CDRH.” This is a laudable goal and we look for~tard to learning
more about the specifics of the plan.

Any plan is only as good as the input provided to develop it. We remind CBER of the necessity
to communicate, collaborate and consult with stakeholders in the development of the device
action plan. It will be a challenge for CBER to involve industry as a partner in the development
ofa device action plan. Part of that challenge will require CBER to think beyond its traditional
ways of doing business and allow its stakeholders both in the medical device industry and the
blood banking community to help set realistic, science-based goals for its device-related
functions.

Although long product review times remain an issue of primary concern, manufacturers also note
an apparent disconnect between what CBER wants in product submissions and what
manufacturers think CBER wants in product submissions. After waiting six months to receive
the initial round of questions on a submission, on average it takes a manufacturer three to six
months to respond to CBERS queries. CBER cites poor product submissions for these delays.
We believe part of the problem is lack of clear guidance on submission requirements. CBER and
the industry must work together to develop guidance documents that clearly define what is
expected of both parties.

CBER should also ensure that its reviewers are adequately trained on and make appropriate use
of the “least burdensome” concept discussed earlier. Often, CBER requests extensive studies
when other less burdensome studies could demonstrate device safety and effectiveness. This
discourages manufacturers who often then develop and market products that could improve the
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safety of the nations’ blood supply outside of the U.S. We recommend that CBER participate in
any discussions between CDRH and industry on “least burdensome. ”

Any good plan includes some way to measure progress. Traditionally industry has measured
FDA progress by monitoring product review times. CompIete, timely data on CBER device
review times is generally not available. CBER should publish its review times metrics on a
regular basis to provide both the Agency and industry a yardstick to gauge the progress made.

III. Responses to Specific Questions for April 28,1998 Stakeholders’ Meeting

In the Federal Register announcement of the meeting, FDA asked for specific input on five
questions. HIMA’s responses follows:

Question #1: What actions do you propose the agency take to expand FDA’s capability to
incorporate state-of-the-art science into its risk-based decision-making?

One of the issues this question raises, as a general matter, is the need for FDA to be vigilant in
ensuring that it is incorporating the appropriate level of science in its decision-making processes.
For instance, the regulatory requirements for PMA approval set a “reasonable assurance” of
safety and effectiveness standard—not an “absolute assurance.” FDA must ensure that whatever
quantum of science it applies to its decision-making must be within the regulatory construct of
the law. Scientifically-based conclusions must represent a balance between risks to public health
and benefits to public health.

In addition, as a government agency, there will always be financial constraints on FDA’s ability
to hire leading experts. The agency will seldom be able to compete with the resources of
academia or industry. However, the key to incorporating state-of-the-art science into the FDA
decision-making process lies in the ability of reviewers to understand data, interpret results, and
ask appropriate questions. FDA should focus on developing these skills for its review staff.

Specific actions that address this question are as follows:

Leverage Industry Resources—Company tutorials, vendor days, cosponsored edlicational
workshops, etc.
HIMA proposes that FDA take advantage of industry resources to expand its own scientific base
of knowledge. Industry is willing to bring scientific experts into FDA to provide state-of-the-art
information to staff. Vendor days have been a very successfid mechanism to provide “hands-on”
exposure to actual devices and demonstrations from industry. We recommend they be
continued. Cosponsored educational workshops are another vehicle for dissemination of
scientific information. HIMA is working with the agency to develop a “Cooperative Research
and Development Agreement” (CRADA) to fund such workshops.



Outside Experts—Government Agencies, Academia, the Private Sector, $cientijlc Advisory
Panels
In this age of budgetary restraint, FDA should recognize that it is impractical to have adequate
resources to hire leading experts in all the disciplines that are required for the wide variety
of FDA-regulated products and should develop a strategy that identifies outside resources to
support internal needs. FDA should continue to strengthen its use of and relationships with its
sister governmental agencies such as the National Institutes of Health. The agency should also
use the expertise resident in its own scientific advisory panels. Consulting contracts with
academia and private sector scientists are additional ways to meet this need.

In order for the agency to have greater access to private sector resources, we suggest reviewing
the current conflict-of-interest policy to determine whether it can be amended to allow more
flexibility in the hiring of outside experts. We believe there maybe many situations where
experts with some degree of conflict-of-interest may still be acceptable provided there is full
disclosure.

We understand that there have been instances where FDA has declined to meet with industry
experts when similar expertise is available within FDA or its sister agencies. Since outside
experts can bring additional and up-to-date views and information to the discussion, we
recommend such a policy be discontinued.

Continuing Education for Stafl
We recommend that FDA require staff physicians to participate in Continuing Medical
Education—preferably in the areas of expertise they are required to use in their positions.
Members of industry report instances where me~.:al officers within FDA are not familiar with
current medical procedures and practices. The lack of up-to-date medical knowledge causes
delays in the review process. Similarly, FDA should at least encourage, if not require, its
scientists to keep current in their field by taking advantage of seminars and other educational
opportunities.

Optimal Collaboration Meetings
The need for knowledge about state-of-the-art science often arises during the course of the
FDAMA meetings for(1) determining the type of scientific evidence required to show device

. effectiveness and (2) agreeing on the investigational plan. Both industry and the agency can
optimize these meetings by ensuring that scientific experts, statisticians, and other necessary
experts are present and filly prepared to discuss the scientific issues.

FDA’s Own Excellent Scientists
HIMA supports increased funding for the agency targeted to device reviews. If FDA receives
such an increase, some portion should be devoted to hiring reviewers with excellent scientific
backgrounds. The decisions of current (and future) reviewers and other staff involved in the
review process should be respected and not “second-guessed” by staff who may become
involved in the process at a later point. Industry reports incidents when this has happened,
causing unnecessary disruption and delay. The agency should give deference to the decisions of
its scientists and not allow another scientist’s subsequent view or opinion regarding an aspect of
the process to prevail unless there is a clear public heahh or safety issue.
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Standards for High Risk Devices
Many scientific experts, including FDA’s own, are substantially involved in developing
standards for medical devices, or portions thereof, as part of national and international consensus
committees. Scientific issues associated with such standards are debated and discussed in an
atmosphere not governed by a single company’s product. Such standards and industry’s
declarations of conformance thereto are effective surrogates for FDA’s independent scientific
review. We recommend, therefore, that both industry and the agency increase their participation
in standards-setting bodies and that FDA continue to recognize such standards and defer to them
in the application process. We further recommend that the focus be on standards-setting
activities involving high risk devices since that is the area of greatest potential return for both the
agency and industry.

Question #2: What actions to you propose to facilitate the exchange and integration of
scientific information to better enable FDA to meet its public health responsibilities
throughout a product’s Iifecycle?

This question first asks for ways to improve FDA’s access to scientific information. This was
addressed in the previous question. The second part of this question deals with FDA’s public
health responsibilities through a product’s lifecycle. This part of the question raises again the
need for FDA to focus on the principles of risk assessment embodied in the regulatory scheme
and to train its staff to ask appropriate questions related to risk assessment.

Optimal Use of Stuff Coliege and Staff Training
FDA has existing mechanisms in place to facilitate the exchange and integration of scientific
information. Those include its staff college and training programs. We recommend that the
agency, if it has not already done so, adopt private sector approaches to these mechanisms. They
include “Train the Trainer” programs-where one person is trained to return to the workplace
and conduct training for the rest of the staffi dissemination of the learning-persons trained
return to the workplace and communicate orally, in writing, or via e-mail the main points of the
training; diversification of attendance—all levels of staff are sent to training or rotated through—
not just senior staff. In addition, we recommend that FDA ask industry to provide scientific
experts with practical, relevant experience to participate in training programs.

.
PM Annual Reports
Companies with approved PMAs are required to submit annual reports to FDA that contain
information about a product throughout its history. 21 CFR $814.84 requires companies to
identifi certain changes to devices, a summary and bibliography of both published and
unpublished reports about the device, including data from any clinical investigations or
nonclinical laboratory studies involving the device or related devices. FDA can request copies of
such reports.

The annual report provides an excellent mechanism for providing information about a device
throughout its lifecycle. We recommend that FDA review how these reports are being used to
gather the types of information envisioned by this question.



Question 3: What actions do you propose for educating the public about the concept of
balancing risks against benefits in public health decision-making?

Increasingly, consumers are becoming better educated about their own heaIth and personal
medical problems. The availability of Internet resources results in patients having more
information than their physicians. This creates a demand in the marketplace for additional
information by both the consumer and the physician—a demand that will largely be met by the
marketplace, not a government agency like FDA. There is no magic bullet that wiil fully educate
the public about how to balance risks and benefits.

Some consumers do believe that products should be completely risk-free. FDA can play a useful
role in educating the public generally about the risks and benefits of its regulated products. In
addition, FDA has an important role to play in responding to specific allegations of harmful
products or materials used in products. It is critical for FDA to determine which of these
allegations are legitimate and which are not. FDA must engage in solid risk assessment reviews,
make determination about the safety of its regulated products, and ensure that the public is well
informed about its decisions.

FDA Web Site
FDA could provide general guidelines for consumers on its web site addressing the concept. A
list of questions for consumers to ask maybe appropriate. FDA may wish to use its web site to
describe, in laymen’s terms, the nature of its own responsibilities to balance risk and benefit and
how difficult that is at times and that no product is completely risk-free. FDA could provide
Internet links to other sites that may contain more specific information about a particular
condition, disease, or product. Links could be provided to professional societies, patient groups,
as well as individual companies.

Question 4: Because the agency must allocate its limited resources to achieve the greatest
impact, what actions do you propose to enable FDA and its product centers to focus
resources on areas of greatest risk to the public health?

Continuous FDAMA implementation and reengineering
FDA should continue to implement the tools of FDAMA and its own reengineering initiatives in
order to free up resources to use on higher risk devices. This includes taking a critical look at,
ways to (1) increase exemptions from 510(k), (2) expand recognized standards and increase their
use by industry, (3) streamline the reclassification process especially for well-understood
medical devices, (4) make optimal use of early collaboration meetings, and (5) harmonize
regulatory requirements.

We further recommend that the agency continue to look for management improvements. We
applaud FDA Commissioner Jane Henney’s recent announcement to reorganize and streamline
the Office of the Commissioner.

Industry/Agency Training, Education, Communication
In order to maximize the tools of FDAMA and to create the most efficient systems possible,
FDA staff must be adequately trained in their application. In addition, industry must be



adequately educated on FDAMA and reengineering tools as well as the agency-s expectations.
We applaud the agency’s excellent Internet site and its commitment to the publication of
guidance documents.

Elimination of Unnecessary or Redundant Functions
FDA should closely examine all of its functions and determine which are not essential to
carrying out its core statutory obligations. For instance, scientific research is not FDA’s primary
role. Consequently, the agency should not attempt to maintain a scientific research
infrastructure. Scientific research is the goal of other government agencies, not FDA. FDA
should rid itself of all but absolutely necessary functions mandated by law.

Continuation of Inspection Initiatives
HIMA has participated in several successful initiatives to improve the FDA inspection process.
Attached is a copy of the presentation addressing these issues given by Nancy Singer, Special
Counsel for HIMA, at the Stakeholders Meeting hosted by the Office of Regulatory Affairs in
Atlanta, Georgia (Attachment IV).

With regard to the statutory mandate to conduct inspections biennially for manufacturers of
Class 11and Class III devices, we note that in the Plan, the agency hinted that it might take a look
at determining what type of statutory flexibility might be desirable in this area. We believe that
the agency should have the discretion to determine the frequency of inspections based on risk
and recommend consideration of a statutory amendment to this effect.

Question #5: Because the agency wants to assure that its stakeholders are aware of and
participate in its modernization activities, what additional actions do you propose for
enhancing communication processes that allow for ongoing feedback and/or evaluation of
our modernization efforts?

Needfor true consultation, notjust comments
As we pointed out at the August 18, 1998 stakeholders’ meeting, the statute uses the term
“consultation” in connection with FDA’s 406(b) obligation. This means more than just listening
to or reading comments. If Congress had intended the FDA only to seek public comments, it
could have done so. Webster’s dictionary defines consultation as “meeting to discuss, decide, or
plan.” Discussion, decision-making, and planning all involve brainstorming, a give-and-take
exchange of ideas, dialogue. These meetings do not allow for that kind of activity. We urge the
agency to engage in consultation with its stakeholders that may be more meaningful and
productive than the type of “consultation” exemplified by these meetings.

No or little feedbackfiom agency on previous commentsfiom industry
HIMA has commented extensively on the regulations, notices, and guidance documents
published by the agency to implement FDAMA. In some cases, it appears that our comments
have not been acknowledged. While we do not expect all of our comments to be adopted, we do
believe that, especially on key issues, the process would benefit from a true dialogue with
industry and other interested parties.



Agency and Industry Foclis on Important Issues
We have tried unsuccessfully to establish a working dialogue with the agency on several key
initiatives such as the “least burdensome” concept. We fail to understand how such an important
concept would not benefit from the synergy of a joint working group. Several successful
precedents include agency-industry working groups on the Product Development Protocol (the
working group received a Vice President Gore “Hammer Award”) and “When to File a 5 10(k)
for a Modification.” These should serve as models for similar activities that should have been
undertaken to help develop FDAMA implementation documents. We urge the agency to support
and encourage future agency-industry working groups. We believe such groups are particularly
useful for difficult and complex issues and issues with the most resource-saving potential.

HIMA Questionnaire
HIMA is in the process of obtaining feedback from its member companies on their experiences
with FDAMA. We intend to share the results of the questionnaire with the agent y and will
consider poIling our members on a periodic basis on the same issues.

Conclusion

In conclusion, we thank the agency for this opportunity to provide our ideas and comments. We
congratulate the agency on its progress to date in implementing FDAMA. However, we also
believe more needs to be done to achieve the promise of FDAMA and stand ready to work with
the agency to hasten the day when that promise becomes a reality. Thank you.
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Summary

This testimony is submitted on behalf of the Health Industry Manufacturers Association (HIMA) and
the more than 800 manufacturers we represent. HIMA is the Iargest medical technology trade
association in the world. Our members manufacture nearly 90 percent of the $58 billion of health
care technology products purchased annually in the United States and more than 50 percent of the
S137 billion purchased annually around the world. We weIcome the opportunity to comment on
issues surrounding FDA’s finding for the next fiscal year.

This year marks a departure from the position HIMA has taken on finding for FDA for the past few
years. This year, we believe there should be an increase in finding for the Center for Devices and
Radiological Health (CDRH) that is specifically targeted to the following activities:

. Premarket review process
● Activities associated with mutual recognition agreements and international harmonization, and
. The Sentinel Reporting System

With regard to additional recommendations for increased funding contained in the President’s FY
2000 budget and FDA’s budget accountability, our position is as follows:

●

☛

●

●

Congress shouId (1) ensure the optimal design of the Adverse Event Reporting System and (2)
direct the agency to invite participation by interested parties in its design.

Congress should direct the agency to invite participation by interested parties in the design of the
Sentinel Reporting System.

Congress should continue to press for greater budget accountability from FDA.

We remain opposed to user fees and believe Congress should provide sufficient funds to enable
the agency to review device applications within the time frames mandated by law.

Basis for Increased Funding for Devices

In the past, we have supported level tiding for CDRH. However, this year, there are several factors
that convince us that, unless CDR.Hreceives additional finds for the premarket review process,
review times could increase thus depriving patients access to beneficial medical technology.
Moreover, we believe FDA needs to invest resources now in initiatives that will ultimately result in a
harmonized worldwide regulatory system. We do not wish to see a return to the circumstances of
several years ago when products were regularly available to people outside the United States years
before American citizens could benefit horn them.

Among the reasons for our support of a targeted increase in finding is that FDA itself has announced
loudly and clearly that it cannot carry out its statutory obligations without additional resources.
Moreover, the agency has taken on new responsibilities— notably in the tobacco and food safety
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areas—w-ithout tldl finding. The Food and Drug Administration Modernization Act of 1997
(FDAMA) has been implemented without any additional funding.

At the Food and Drug Law Institute’s annual educational conference in December of 1998, FDA’s
Associate Commissioner for Strategic Management, Linda Suydam, estimated that the ageocy is S165
million short of what it actually needs to do its job. She stated that ‘The agency has been effected by
. .new programs, which were not filly fimded and flat-lined budgets which did not allow for the cost
of inflation on personnel and procurement dollars. These numbers clearIy illustrate that there’s less
money to do our core responsibilities.” Those core responsibilities incIude device reviews, she stated.

In the “FDA Compliance Plan” required by FDAMA and its budget justification documents, the
agency projects that its review times for fiscal year 1999 will increase from fiscal years 1997 and
1998. In the plan, the agency cites insufilcient finds as well as the increased complexity of medical
technology for the Ionger review times. This is an alarming statement and one that is completely
counter to the underlying goal of FDAMA to create efficiencies that help speed beneficial technology
to patients.

We strongly believe that FDA should have the resources to meet its statutory time frames. This
means the completion ofjkd aclions for PreMarket Approval Applications (PMAs) within 180 da}’s
and 5 10(k)s within 90 days. The agency has been expressing its review goals in terms of completion
offirsl aclions within the statutory time frames. The “Compliance Plan” mandated by FDAMA
required the agency to tell Congress how it was going to meet all of its obligations under the Federal
Food, Drug, and Cosmetic Act--including the obligation to complele reviews within established
limits. We believe the agency should let Congress know exactly what resources are needed in order
to meet the statutory time frames set forth in the law. We support a funding pIan that will ultimately
result in full compliance with the law’s time limits.

Streamlining the Regulatory Process

Although we support increased finding targeted to device reviews, we believe that the need for
increased funds should diminish in fiture years. Through full implementation of FDAMA, continued

‘ reengineenng, effective execution of mutual recognition agreements, and aggressive international
harmonization activities, FDA should be moving steadily toward a regulatory system that will be
more efficient, futer, and less costly. This system should reduce unnecessary governmental
procedures, eliminate regulatory redundancy, provide a uniform framework for protecting and
promoting public health worldwide, and recognize and adapt to the realities of the global economy.

FDAMA mechanisms thaL when filly implemented, will reduce regulatory burden include adoption
and use of national and international standards, reliance on the declaration of conformity to standards,
exemptions from 510(k), and adoption of a sentinel reporting system. In addition, FDAMA’s
requirement that FDA consider the “least burdensome” appropriate means of demonstrating
effectiveness has yet to be fully defined and incorporated into standard operating procedure. This
shoul~ overtime, together with the new collaboration requirements of FDAMA, result in a net
savings of resources although more time maybe spent at the beginning of the premarket approval
process while the parties come to a meeting of the minds on the blueprint for device approval.
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Similarly, the agency has a variety of reengineering initiatives in the early stages of implementation
that have the potential to ripen into substantial resource savings tools. Examples include the special
and abbreviated 5 10(k)s, guidance on when to file a PMA modification, and the product development
protocol. Congress should direct the agency to aggressively and fblly impIement the tools of
FDAMA and the agency’s own reengineering mechanisms.

Global Harmonization

While the above initiatives concern the current processes for device review, FDA should not discount
the potential savings to be realized from ongoing and fiture mutual recognition agreements and
international harmonization activities. The need for federal finds will be reduced as devices
approved offshore in accordance with harmonized requirements will not need to be re-reviewed by
FDA.

This past year, the United States and the European Union entered into a Mutual Recognition
Agreement (MRA). This agreement authorizes its signatories to review and approve devices based
on the requirements of the other parties to the agreement, thus providing a forum for one-stop
shopping for manufacturers. The agency is in the midst of determining the level of resources to be
devoted to a confidence-building period required by the MM. Through this activity, U.S. and
European ofilcials will learn about each other’s requirements for regulating medical devices. This
type of learning among nations is an important building block to a new global system that \vill reduce
unnecessary, time-consuming, and costly regulatory redundancy. Investing the time and resources
now to build a foundation of trust and respect will contribute enormously to the long-term goal of
harmonizing regulatory requirements with Europe and provide valuable Iessons for other global
harmonization initiatives.

Ultimately, the forces of the global marketplace will drive nations of the world to recognize the
economic value and etllciencies of a unitary worldwide regulatory system. Such a system will reduce
if not eliminate duplicative reviews and inspections, with the added benefit of standardizing public
health protection for patients throughout the world. The United States does not have a monopoly on
what is the best approach to protecting and promoting the public health. In fact, there is some
evidence to suggest that the European device approval process is faster and more efficient than our
system with no demonstrable 10SSof product safety or quality. Aggressive and full participation by
FDA in discussions with nations on a common sense approach to regulatory requirements world~}~ide
will hasten the day when international harmonization becomes a reality. And, while we recognize
that this type of activity costs money in the short term, in the long term, it should reduce the financial
burden to U.S. taxpayers as other nations share responsibilities formerly petiormed exclusively by
FDA.

The President’sFY2000Budget

We note that the President’s FY 2000 budget requests an increase of $26 million for the device
program--$7 miIlion in user fees for premarket reviews and $19 million for improved inspections,
MIG4 implementation compliance activities, the sentinel surveillance System, and adverse event
reporting.



HIMA opposes user fees for the medical device industry and believes Congress should provide
sufficient funds to the agency to enable it to review applications within the time frames mandated by
law. This core statutory obligation is essential to ensuring patient access to the benefits of medical
technology.

With regard to inspections, we applaud the agency’s recent efforts to streamline the inspection
process. The industry has worked with the agency in a “grass-roots” initiative to bring common sense
changes to key aspects of the inspection process.’ We believe that there are additional efficiencies
that can be realized through continued agency-industry discussions. At the FDAMA-mandated
stakeholders meeting of August 18, 1998, we suggested that the agency take into account inspections
conducted by internationally recognized organizations in executing a risk-based inspection strategy.
We continue to believe that ISO (International Standards Organization) certification should provide
some level of assurance to FDA that good manufacturing practices are being followed.

In addition, we note that the agency itself has questioned the biennial inspection requirement in the
statute for certain manufacturers.~ We support giving FDA the flexibility to exercise its own
discretion in determining the frequency of reviews necessary to assure safety, based on the risk
presented. Other types of flexibility may aIso be desirable.

The Sentinel Surveillance System--designed to replace reporting of adverse events by device user
facilities (hospitals, nursing homes, etc.)--is one that holds great promise for improving the abilit}’ to
collect meaningful information about device-user interaction. We believe it also has the potential to
eliminate medical device reports from manufacturers. We support increased funds devoted to this
system. However, we believe that it is important for the system to be welI designed and pro~’ide
optimal benefits for the provider, the agency, and the manufacturer. We recommend that the agency
participate in a tripartite working group to engage in discussions as to how such a system can best
meet the needs of the various interested parties.

The agency’s proposaI for increased funds for the Adverse Event Reporting System (AERS)--totaling
$15.3 million agency-wide--raises questions about whether such an expensive system will produce

. the intended results. We know little about the system and simpIy urge Congress to ensure that(l)
there is a real need for this system and (2) its benefits will justify its costs. We believe that the
system could benefit from an open airing of the agency’s plans early in the design stages. Such an
airing would enable industry and other interested parties to provide valuable observations and
comments to help ensure that taxpayer dollars are being spent wisely.

‘Onependingchange that we stronglysupportisanagencyproposalto ‘credit” time spentby field personnelin
educationalandoutreachactivitiesthatpromotevolunttuy complianceby the industryratherthanfocusingsolelyon
actualinspectiontimeasa performancemeasure.
2 In the FDAMA-mandated “FDA Plan forStatutoryCompliance”publishedintheFederal RegisteronNovember21,
1998,the agency said, in a section on inspections, “Becauseallpublicandprivatesectororganizationsinthe futurewill
besubjecttothesameresource-constminedenvironment,FDAmayhavetoconsiderthatevena highlycollaborative
inspectionalnetwork may not be adequate to completely meet existing statutory inspection requirements. Astrategic
reassessment may be in ordertodeterminethekindsof statutow flexibility that would be desirable to preserve the
comprehensive consumer protection intent of the FD&C Act, and at the same time, allow FDA to addressthemost
criticalhealth and safety priorities.”

4
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On a process-related matter, we strongly support this Subcommittee’s efforts to seek greater
accountability from the agency on the allocation and use of taxpayer dollars appropriated by
Congress. The submission of detailed operating phns from the agency to this subcommittee is key to
ensuring appropriate execution of the laws of the land. We are gratefbl for your initiative in this area
and urge the continuation of this important process.

Concision

In conclusion, we support a funding increase for FDA for FY 2000 that is specifically targeted to
device review finctions, MM confidence building, international harmonization activities, and the
Sentinel Surveillance System. We ask Congress to ensure that such fimds are not diverted to other
agency activities. We believe this increase will help the agency meei its statutory obligations,
advance the long range harmonization goal, and provide the means \vhereby the agency can achieve
its FDAMA-mandated mission to “promote the public health by promptly and efficiently ievie~ving
clinical research and taking appropriate action on the marketing of regulated products in a timely
manner.” We further believe the Congress should encourage the agency to continue to seek
improvements in the inspection process--inc1uding consideration of legislation to enable the agency
to exercise discretion in the frequency of inspections. We urge Congress to help open the agency to
input and ideas from interested parties on key initiatives such as the Sentinel Swweillance System and
the Adverse Event Reporting System. We oppose user fees for the medical de~’iceindustry. Finally,
\ve support this subcommittee’s continued efforts to seek greater budget accountability from FDA.

Thank you for the opportunity to present our views.
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mill● ATTAcHMENT II

JA~fES S. BENSON

ExEcuTIvE VICE PRESIDENT. TECHNOLOGY At.JO fiEGULATOFiY AFFAIR5

March 11,1999

Susan Alpert, M.D., Ph.D.
Director, OffIce of Device Evaluation
Center for Devices and Radiological Health
U.S. Food and Drug Administration (HFZ-400)
9200 Corporate Blvd.
Rockville, MD 20850

Dear Dr. AIpert:

In response to your letter of February 18, 1999 requesting input on how the agency could
implement “least burdensome,” our Industry Task Force submits the attached “Least
Burdensome Proposal.” As we agreed at the January 4, 1999 meeting, the Health Industry
Manufacturers Association (HIMA) established an industry task force consisting of
representatives from HIMA, the Medical Device Manufacturers Association, the Association of
Medical Diagnostics Manufacturers, Medical Alley, Massachusetts Medical Device Industry
Council, National Electrical Manufacturers Association, and the Cook Group (a roster of
members is attached).

The attached document represents the collaborative effort of this group. The Task Force believes
this document to be a “first step” and would like to meet lvith you to discuss the proposal in
detail and to answer any questions you may have regarding it.

The proposal consists of several sections including a chart describing a hierarchy of increasing
burdensomeness, a list of least burdensome general principles followed by examples intended to

, illustrate these general principles.

We are looking forward to working with you as YOUdevelop guidance on implementation of
least burdensome and appreciate the oppofiunity to provide this industry proposal.

Sincerely,

a“

hb~ &
J es S. Benson ‘Y.

jths
WorldLeaders in Health &re Inrrovafion
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DEPARTMENT OF HEALTH A HUMANSERVICES blic Health ~N~e
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Febru@ 18, 19s9
.-’ Foodand Orug Administration

9200 CorporateBoulevard

Thank you for your participation in the January 4, 1999 meeting with ~A~n Section
205 of FDAMA concerning the meaning and ~mplementation ;fthe lan

-least burdensome development of productsfor the marketplace. We found that mee m
to be very usefbl in identifying the conccms of the regulated indu~ as we continue to.
movefonvard on FDAMA implementation

At the cIose of the meeting we discussed the processes that might be used to convey to
FDA review staff and the indu~ what these words mean and how one can address the
preparation and review of submissions to ensure that Congressional intent is being carried
out in this area. There was general agreement at our meeting that a Level 1 Guidance
with publication of a drafi and an opportunity for comment before preparation of a final
guidance would provide both a mechanism for communication of these issues as well as
an opportunity for all of the interested parties to have input concerning the interpretation
and processes which are put in place to address this issue. The format options for such a
guidance, including question lists, flow charts and te~ were also discussed.

The Health Industxy Manufacturers Association (HIMA) through the Executive Vice
President, Technology and Regulatory Affai:., James Benso~ volunteered to explore the
possibility of convening a working group to develop a straw person proposal for
consideration by FDA as a basis for this guidance. In recent mmmunication Mr. Benson
informed FDA that initialcontact to other interested parties is being made and that HIMA
expects the working group to mnvene shortly.

In order to meet the announced need for cmmpleteguidance that will be available to
sponsors, reviewers and the public, FDA is hoping to publish an initial draft document for
public comment in April. This time time is being driven by a need, even today, for the
Office of Device Evaluation to work with sponsors who expect FDA to consider the least
burdensome pathvmy for their product to reach the marketplace. In addition to
considering the itiormation we have already rewived, the Agency would like to provide
you and your ccmstituents another opportunity to convey to us in writing any new or
additional issues or points that YOUhlieve ~Ve not been expressed to date and that will
advance the process. Such COWUni@iOnS should reach us by March 12, 1999 in order
to provide input as we develop tie m Wid=e. Kthe HIMA convened working group .
or other interestedpartiesare onlyable to provide their input subsequent to rnid-lvfarc~

‘we will consider that input in development of the final guidance. I want to assure you
that the Agency will remain 6P to input from ~1 interested parties as we move fonvard,
and that the publication of the dmfi guidance will provide an additional opportunity for
industry and user groups as WCI1as individual sponsors and consumers to comment on
next steps.
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AS YOUare aware, at the January 4 meeting it was suggested that the guidance be
developed by a joint Agency-indu~-user working group. While such working groups
may be a usefid mechanism for poIicy development the Center has determined that the
time and resource commitment necessary to proceed via that mechanism at this time will
be less eflicient than building upon the extensive information and va.rkd opinions that
have already been expressed on this issue.

Than.lcyouagain for your help on this issue, and I lookfonvard to hearhg from you in
the near fbtum.

.......
-.

Sin rely yours,

J& UWl @)~ Ph.D., ~ .
Director
Division of Devicc Evaluation
Center for Devices and

Radiologicd Health
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LEAST BURDENSOME TASK FORCE

Representing t-he Association of Medical

Diagnostics Manufacturers (AMDM):

Ms. Patricia B. Shrader
Becton Dickinson Microbiology Systems

Representing the Cook Group:

Neal Fearnot Ph.D.
MED Institute, Incorporated

Representing the Health Indust~

Manufacturers Association (HIMA):

Mr. Dean Bruhn-Ding
Daig Corporation

Mr. Andrew M. Green
hro~~os[eCorporation

Dan Joliverte M.D.
Orquesl, Inc.

Mr. Michael C. Morton
Su!zer CarboA4edics, Inc.

Mr. Robert O’Holla
Johnson & Johnson

Mr. WNiam J. Pignato
Bayer Diagnostics

Mr. Jonas A. Runquist
St. Jude Medical, Inc.

Ms. Cheryl Shea
CryoGen, Inc.

Representing the Health Industry

Manufacturers Axociation (HIMA)

con~ :

Ms. Marlene Valenti
Cordis, a .Iohnson & Johnson
Company

Ms. Parnela J. Weagraff
MediSpectra, Inc.

Ted M. Wendt Ph.D.
Zimmer, Inc.

Representing the Massachusetts

Medical Device industry Council:

Mr. Bruce A. Beauchemin
Bosfon Scienllj7c Corpora[ion

Representing MedicaI AI1ey

Lisa Heine
EMP4 Inc.

Representing the Medical Device

Manufacturers Association (MDMA):

Mr. Timothy Krauskopf
Thermo Electron Corporation

Mr. David M. Link
EXPERTech Associates

Marcia Yaross Ph.D.
AIIergan

Charles H. Swanson Ph.D.
Med[ronic, Inc. Pacing Business



.

Least Burdensome Proposal

L introduction
,,

Section 205 of the Food and Drug Administration Modernization Act of 1997 included
the concept of “least burdensome” to ensure that FDA consider the “least burdensome”
valid scientific evidence “necessary” to demonstrate a reasonable assurance of device
effectiveness or substantial equivalence to predicate devices with differing technological
characteristics. The least burdensome concept does not reduce the scientific standard for
effectiveness; this concept is intended to cany through Congress’ longstanding purpose
included in the “Medical Device Amendments of 1976” to avoid over-regulation of
devices. .

ln examining the concept of least burdensome, the Least Burdensome Industry Task
Force recognizes that good science requires judgment be exercised by both sponsors and
FDA during the development process. This judgment is influenced by the scientific
training, experience, and level of knowIedge of the people involved. Interactive
communication is ofien required for full comprehension of the issues to am-ve at the most
appropriate questions and the methodology with which to answer them. The Task Force
believes that the most appropriate least burdensome approach, in its most basic form, is
predicated on two principles:

Are the correct questions being asked?

What is the most appropriate and reasonable way to answer these questions?

A fundamental concept underlying least burdensome is that substantial equivalence or
effectiveness must be demonstrated by appropriate and vaIid scientific information,
evidence, or data and that no compromise can be made on this issue. Least burdensome is
not away for either the FDA or Industry to “cut comers*’regarding the generation of data
to support a product application. The id= we present here are concepts the Task Force
believes ean be used as a guide by industry ad FDA reviewers and managers to judge if
the comect questions are being asked and if *e WaYSchosen to answer them are indeed
least burdensome.
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H. Hierarchy of Increasing “Burdensomeness” to Establish Effectiveness

The folIowing presents increasing levels of burden that should be considered in
determination of the “Ieast burdensome” appropriate means of establishing substantial
equivalence or effectiveness. Before proceeding to each higher level of burden, FDA
staff should identi& the specific scientific question that must be resolved to establish
substantial equivalence (Class 1 or Class II devices) or effectiveness (CIass 111)that
cannot be answered at a lower level of burden. Also$as 5 10(k)s are inherently Iess
burdensome to FDA and industry than PMAs, the same principle should be applied
durhg “de novo classification” to ensure that.the PMA route is not mandated
unnecessarily.

For product modifications, it is assumed that the current 5 10(k) or (drafi) PMA
modifications guidance document will be consulted first to determine if prior review by
FDA is required. When prior review is required, postmarked surveillance studies should
be considered, whenever possible, as a potential tooI to reduce the premarket Ievel of
burden by one or more leveIs.

Level of Burden
Document to file -no FDA prior
review required.

Laboratory bench testing; animal
studies

Retrospective clinical dat~
published literature, well-
documented case histories and other
reports of significant human
experience per 21 CFR 860.7(c)(2)
Partially controlled studies,
historically controlled studies, and
objective trials without matched
controls per 21 CFR 860.7(c)(2)
Well-controlled, prospective clinical
trials

~

Sponsor to maintain evidence of effectiveness in
design history file (for Class I, II dewces) or
submit in annuaI repoti to PMA (Class 111
devices).
Submit verification and/or simulated use-
vaIidation in 510(k) or PMA/PMA supplement
when statutory threshold for submission is
reached (e.g., new indication for use).
Submit in 510(k), PMA supplement or original
PMA, as appropriate, when non-clinical data
cannot address relevant questions.

I

~

Submit in 5 10(k), PMA supplement or original
PMA as appropriate when available Iess-formal
cluncaI results cannot address relevant questions.

Submit in 5 10(k), PMA supplement or original I
PMA, as approp~ate, whe~ ~o less burde&ome
form of study design can address relevant
questions.

2
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111. Least Burdensome General Principles

The following lists represent general concepts that should be applied when implementing
a least burdensome approach as well as concepts associated with higher levels of burden
deemed unwarranted by industxy. Following the list of general principles is a list of real-
life examples including both industry experience and specific guidance documents that
illustrate both situations where an overly burdensome approach was applied and cases
where a least burdensome approach was followed.

A. Concepts that promote a least burdensome approach

1. Appropriate application of risk vs. benefit in determining approval criteria.

2. Acceptance of historical data, when data specificity is adequate, for established
therapies in lieu of weI1-controlled prospective clinical studies

3. Application of a premarketipostmarket balance for data requirements particularity \vhen
considering long term information requirements

4. Acceptance of state of the art principles in test methods, verification and validation
methods, and clinical study design.

5. Consistent acceptance of guidance documents and standards

6. Consistent requirements for a manual method vs. automated method

7. Application of a hierarchical approach to least burdensome beginning with the Iow-est
level of burden.

8. Consideration of “accepted medics! practice” in appro~~aldecisions
.

9. Good communication across FDA of least burdensome approaches to submissions.

B. Concepts that may result in unwarranted burden

1. Necessity of a submission unclear

2. Ineffective use of early cohboration meetings or other meetings leads to prolonged
decisions on approwd criteria and delays in product approval.

3. FDA requirements exceeding those in guidance documents or recognized standards

4. FDA should not require clinical data in 51O(k)swhen substantial equivalence to
predicate has been shown with other types of testing

3



5. FDA’s justification for moving a product froma510(k) submission to a PMA is
sometimes unclear. Clearer justifications on FDA’s part would allow sponsors to better
address FDA’s concerns.

6. AS technology rapidly advances, burdensome questions/requirements are often
imposed on sponsors as a result of FDA’s lack of familiarity with a particukr technology,

7. FDA’s justification for its approach when denying sponsor’s approach k ofien not
clear or detailed enough making it difficult for a sponsor to understand FDA’s concerns.
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IV. Least Burdensome Examples

Favorab!eApproacJles to Least Burdensome

When the Sponsor proposed new uses within an approved general indication for an
electrosurgical device, the agency allowed a least burdensome approach. Rather than
having the sponsor conduct clinical trials, the”agency cleared the new indications based
on available clinical data and data from animal models However, it remains
questionable if an application for uses clearly within the general indication should be
required at aJL

Illustrated principles:

. Appropriate application of risk vs. benefit in determining approvaI criteria

. Acceptance of historical data, when data specificity is adequate, for established
therapies in lieu of well-controlled prospective clinical studies

. Application ofa hierarchical approach to least burdensome beginning \vith the
lowest level of burden.

Illustrated principle for unfavorable approach

● Necessity of a submission unclear

Examtde 2

When the sponsor made substantial changes to the design-including hardware, sofiware,
and operation system changes-of its fie~al ablation device, the agency approved the
PMA supplement based upon labomtow dam ~d engineering design analysis.

Illustrated principles:

● Appropriate application of risk vs. benefit in determining approval criteria

. Application of a hierarchical approach to least burdensome beginning with the
lowest level of burden.

c



Examule 3

The agency has adopted a “least burdensome” approach to the approval of alternate
sew”ng ring configurations for heart vaIve sewing cuffs. In this case, DCRND worked
with the office of Science and Technology to review the requirements for heart valve
cuff changes. CoIIectiveIy, they determined that “clinical data would not be necessary to
validate changes in diameter of the sewing ring diameter of Iess than 15°/0,aS ]ong its the
overall diameter of the orifice has not been changed (e.g., if the additional material is
being added to the sewing ring, the additional material should not interfere with the
ffOW).” This policy was clearly stated policy on pages 46 and 47 of version 4.1,
10/14/94, of the Draft Replacement Hem Valve Guidance.

Illustrated principles:

. Acceptance of state of the art principles in test methods, verification and
validation methods, and clinical study design.

● Application of a hierarchical approach to least burdensome beginning w?iththe
lowest level of burden.

Examr)le 4

The FDA Cardiovascular Devices Advisory Panel recommended the approval of two
trans-myocardial revascularization (TMR) devices recognizing that longer term safety
data needed to be colIected. In order to gain the data necessasy to support safety, a post-
markedtrial was required. This allowed patients to have access to this promising new
technology and.the FDA to gain additional patient data

Illustrated principles:

. Appropriate application of risk vs. benefit in determining approval criteria

—

● Application of a premarketipostrnarket baIance for data requirements particularly
when considering long term information requirements

—
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Examde 5

Initial PMA approvals for impkmtable cardioverter defibriIlators @re-Temple report)
were based on clinical studies using the historical survNal of sudden death survivors ,.
without ICDS as the control. Approval required a minimum of 100 devices foI1owedfor
one year. Had randomized studies using standard drug therapy been required, clinical
studies would have been much larger and longer duration. For example, neady 10 years
later, the NIH fimded AVID study proved the superiority of ICDs over drug therapy.
This study was conducted with third generation devices which were significantly
improved over first generation devices and involved nearly 1000 devices. The resuhs of
the initial PMA approval studies using clinical controls are consistent w“th the AVID
resuIts. Had randomized studies been required, the approval and acceptance of ICD
therapy would have been delayed for several years.

Illustrated principle

● Appropriate application of risk vs. benefit in determining approval criteria

● Acceptance of historical data, when data specificity is adequate, for established
therapies in lieu of well-controlled prospective clinical studies

Unfavorable Approaches to Least Burdensome

Examnle 6

The OB/GYN Division is requiring a multi-center study with a control group of
electrosurge~ to support a PMA for endometrial ablation. Literature is available
regarding the outcomes and risks associated with electrosurgical endometrial ablation..
Patients have refused to participate in the study knowing that they could be randomized
to the electrosurgery control group.

Illustrated principles:

● Appropriate application of risk vs. benefit in determining approvaI criteria

● Acceptance of ktorical daa when data specificity is adequate, for established
therapies in lieu of well-controlled prospective clinical studies

● FDA’s justification for moving a product froma510(k) submission to a PMA is
sometimes unclear. C~earerjustifications on FDA’s part would allow sponsors to
better address FDA’s concerns.

.
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Examnle 7

The FDA required invasive, interstitial temperature measurements in a large patient
population when every medicaI advisor and clinician presented their professional opinion
that the increased risk to the patients and Iiability to the physician was not worth the risk
and that the tiety data could be obtained through otier means. This was despite
submission of data correlating mathematical computer modeling, muscle equivalent
phantom measurements, in vivo animal models, and a number of human interstitial
mappings. Although hundreds of data points could be obtained in a few patients to
accomplish the goal of reconstnlcting a three-dimensional heating pattern, the FDA
guideIine specified an exac~ unreasonably Iarger, number of patients assuming that only
one or two measurements could be obtained from each patient. There was no third party
arbitration that the sponsor felt it could go to contest requirements like this.

Illustrated princip!e:

. FDA’s justification for its approach when denying the sponsor’s approach is
often not clear or detailed enough, making it difficult for a sponsor to
understand FDA’s concerns.

Example 8

The application of antimicrobial agents to implantabIe cardiovascuk.r devices provides an
opportunity for the agency to balance the risk of a modified device that has an established
clinics! history with the potential benefit to the patient when estabIjshjng the
requirements for approval.

Many cardiovascular surgeons are concerned about infection in their patients. The
practice of “pre-dipping” impkmtable cardiovascu!m devices in antibiotics is currently
widespread. The surgical community is requesting that manufacturers provide devices
that are treated with antimicrobial agents. The risks associated with the application of a
small quantity of a known ~timicrobial agent to an approved device are quite low. The
risks are dependent upon the antimicrobial agent empIoyed. For instance, antibiotics
would include the associated risk of ~tibiotic resistance. That risk, however, could be
minimized by the selection of M agent that is not considered a first line antibiotic in the
physicians’ amxunentarium. Safety and effectiveness data for the appropriate
antimicrobial agents are well defined th.rough in vitro and animal data and by existing
data from systemic use or We wifi other devices. ~e risk associated with the use of an
approved device would be 10W,ad fhrther, would be well characterized by the existing
safety and effectiveness data for the device.

The benefit to the patient, however, could be great. WMe the frequency of infection
following cardiovascular surgery is low, the mortality and morbidi~ associated with
infection is high.

8



These cardiovascular devices that have an established clinical history and are treated with
antimicrobial agents, then, offer an ideal opportunity for the agency and the
manufacturers to accept a low risk in providing the devices to the surgical community.
These devices also have the potential for high benefit to the patient if infection of the ~
device can be prevented. Requirements for approval of these devices shouId, therefore, -
be less burdensome because of the favorable ratio of risk vs. benefit.

Illustrated principles:

● Appropriate application of risk vs. benefit in determining approval criteria

. Consideration of “accepted medicaI practice” in approvaI decisions

Examde 9

A company developing a bipolar device for e]ectrosurgical endometrial ablation ~vas
required by the OB/GYN Division to submit a side by side tissue destruction comparison
with a monopolar device in human extirpated uteri despite the fact that testing in turkey
breasts had been the standard for such performance testing. This resuIted in the company
spending significantly more money and effort to provide the data in extirpated uteri.
Interes:”ngly enough, the data the sponsor collected in turkey breast ~vasidentical to the
data seen in extirpated uteri, contlnning the historical use of testing in turkey breasts.

Illustrated principles:

●

●

●

FDA requirements exceeding those in guidance documents or recognized
standards

Acceptance of state of the art principles in test methods, verification and
validation methods, and clim-caIstudy design.

FDA’s justification for its approach when denying the sponsor’s approach is ofien
not clear or detailed enough m*lng it difficult for a sponsor to understand FDA’s
concerns.

9
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Exam~le 10

Different divisions within ODE require significant differences in data needed for 510(k)
submissions. This difference is ihstrated by different data requirements for a Diagnostic
ultrasound 51O(k)reviewed by DRAEKD and a patient monitoring 510(k) reviewed by
DCRND. Although both devices are Class ]1,DCR.NDrequired far more data. This
situation has not improved since FDANfA--DC~D still appears to require more data for
submissions of Class II devices than DRAERD. InaFY1998 experience, a 510(k) for a
diagnostic ultrasound catheter that was subject to joint review by DCRND and DRAERD
resulted in DCRND requesting data that DRAERD had expressly stated wouId not be
needed according to the device-specific guidance document for diagnostic ultrasound.
DCR.NDdid not appear to be fmiliar with nor inclined to consider the applicable device-
specific guidance as part of the review process. The discrepancy was eIevated to the
Branch Chief level and resolved favorably, however at a considerable time/effort drain
for the company involved.

Illustrated principle:

. Consistent acceptance of guidance documents and standards

Examole 11

Sofiware development using graphicaI programming has historically been impossible
because the FDA seems to cling to the need to have line by line source code. Text based
programming (C-code) is burdensome and takes 3 to 4 times as long to program costing
money, time, and is much more difficult to debug. Graphical based programming has all
the components that the FDA desires for development, yet to our knowledge, to date
everyone has done their development work in graphical based sofiware and then been
forced to rewtite it all in C-code to get FDA approval.

Illustrated principle:

● AStechnology rapidly advances, burdensome questionslrequirements are often
imposed on sponsors as a result of FDA’s lack of familiarity with a particular
technology.

10
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Example 12

.

In addition to requirements for maximum coefficients of variation for cholesterol testing,
FDA has required acceptance criteria for maximum “Yo misclassifications,” the
percentage of test results that err from the “true value” from one side to the other of a ,.
“cutpoint” between ranges of values, i.e., causing shifls among classifications of under
200,200-239, or 240 or over mg/dl. This requirement is unnecessary and duplicative of
the basic requirements for accuracy and precision. Further, as this VO misclassifications is
potentially biased by the distribution of cholesterol values in the subject population, it
places ~ undue burden on sponsors to obtain a “typical” distribution of test values.

.

Illustrated principle:

. FDA’s justification for its approach when denying the sponsor’s approach is
often not clear or detailed enough, mtilng it difflcuh for a sponsor.to
understand FDA’s concerns.

Examnle 13

Automated blood culture systems are class I devices on the reserve list. The systems
consist of an instrument and reagent; a patient sample is inoculated into the reagent,
\vhich will support the growth of any bacteria in the sample and the instrument detects
growth if it occurs. The device does not identi~ the organism. Manual blood culture
reagents are class I exempt.

FDA drafi guidance currently requires the applicant to perform analytical studies that
consist of inoculating very small quantities of each of several dozen bacterial strains into
the growth medium (reagent) and showing that they grow and growth is detected by the
instrument. The guidance then requires the applicant to conduct clinical studies at
multiple sites, involving two thousand or more patient sampIes, in order to demonstrate
that bacteri~ when found in the sample, will grow and the instrument will detect growlh.
Because the analytical studies alone are so comprehensive and the testis qualitative only,
the clinical studies add no new information about the abiIity of the instrument and the
reagent to show and detect growth.

Illustrated principles:

● FDA should not require clinical ~ta in 510(k)s when substantial equivalence to
predicate has been shown with other types of testing

. Consistent requirements for a manual method vs. automated method

● Application of a hierarchical approach to least burdensome begiming with the
lowest level of burden.

11
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Exam~le 14

Immediately after the Temple report, FDA rejected the use of the PMA clinical database
from first genemtion implantabIe cardioverter defibrillator (ICDS) as controls for studies
in SUppOrtof PMA approval for second generation devices. The historical study had been
completed only months before and he study size (more than 1000 patients) provided
greater statistiwd power than a concurrent control yet the historical control was rejected
based on the “fear” of bias. Currently, previous PMA clinical studies are generally
accepted as historical controls for the approval of next generation devices.

Illustrated principle:

. Acceptance of historical data, when data specificity is adequate, for established
therapies in lieu of welI-controlled prospective clinical studies

Examr)le 15

For PMA approval of cardiomyoplasty devices, FDA required a randomized study using
current drug therapy as the control. Cardiomyoplasty devices were designed to treat
patients with advance heart failure where standard drug therapy can at best offer only
temporary relief. The study was uhimately abandoned despite encouraging early results
because of diftlculties recruiting patients. Afier four years only 103 of a required 400
patients had been enrolled. One of the major problems was the loss of patients when
randomized into the control arm. FDA needs to take a less burdensome approach for
breakthrough devices designed to treat life-threatening diseases where existing therapies
are not effective. For such devices, the potential for benefit justifies the less burdensome
approach..

Illustrated Principles:

● Appropriate application of risk vs. benefit in determining approval criteria

● Acceptance of historical da@ when data specificity is adequate, for established
therapies in lieu of well-controlled prospective clinical studies

17
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Exam~le 16

A company spoke with FDA a few months ago to discuss Clinical trials for 2 Hepatitis A
assays (anti-HAV total and anti-HAV IgM). They noted that the interference tests for
these assays included spiking sampIes of serum and plasma with known concentrations.of
lipid, hemoglobin and bilirubi~ and then testing the “doctored” samples to see if these ‘“
substances interfered with our assay results (by paired testing of spiked and “natural”
samples). A FDA reviewer insisted that spiked samples were unacceptable to FDA and
that they shouId uses natural samp!es containing eIevated IeveIs of those substances for
conducting our inteflerence assessment.

FDA suggested that the sponsor have volunteers eat a couple of hot dogs and then draw
blood samples on them. The company argued the scientific merit of this suggestion, but
to no avail. NCCLS EP7-P does not discount either approach.

Illustrated principles:

. Consistent acceptance of guidance documents and standards

. Application of a hierarchical approach to least burdensome beginning \vith the
lowest level of burden.

Examr)le 17

While more of a general matter, FDA has moved away from true substantial
equivalence for 510(k)%when forcing companies to use FDA’spreferred “gold standard.”
FDA’s paradigm for 51O(k)clinical studies for IVDS gets more and more complex, to the
point that they may as well be mini-PMAs. This includes comparison to multiple
predicate devices and to presence/absence of disease. The legal standard of demonstrating
equivalence to a legally marketed predicate is clearly not being foIlowed.

. Illustrated principle:

. SeIf-explanato~

13
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ExamD]e 18

FDA is now requiring a Class III 510(k) device approved for delivery of “ionic solutions”
to go through the NDA process for individual drugs. The drug has been used in clinical
practice with @ device for many yearsasa510(k) approved product w“th a good safety
profile and documented results noted in the scientific Literature.The drug has been
commercially available for over 40 years and has a weI1-established safety and eflicacy
profile. Through the NDA process the sponsor is being required to re-prove the efficacy
and safety of tlis well-established drug (in-vitro testing, animal studies, pK studies, phase
II& III clinical studies, etc), when the sponsor should just be evaluating the effectiveness
of the delivery mechanism (device) in a clinical m“al(s).The drug and device will not be
packaged together and it seems that the lead agency shouId be CDRH rather that CDER
since it is really about proving the effectiveness of the delivery mechanism that a PMA
could appropriately address.

Illustrated principle:

● Appropriate application of risk vs. benefit in determining approval criteria

Example 19

FDA would not alIow the sponsor to use the special 510(k) for a soft~vareupgrade. The
rationale for the decision is that FDA wanted to upgrade its databaseof510(k)
information. The sponsor had to submit the change via a traditional 510(k) with all the
data supporting the change.

Illustrated principle:

. Consistent acceptance of guidance documents and standards

14
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V. Guidance Documents Examples

Favorab[e Approach to Least Burdensome

Examtde A

The drafi document entitIed “Intraoculti Lens (IGL) Guidance Document” dated April
13, 1998, identifies those data required to establish safety and efficacy of a wide variety
of potential device modifications. Based on the potential impact of a given modification,
the modification may be classified ax .

●

●

●

●

No prior approv~ required (update in annuaI report to PMA)
Non-clinical studies only required
Limited, confirmatory clinical study required
FuI1study adequate for new device required

Illustrated Principles:

● Appropriate application of risk vs. benefit in determining approval criteria

. Application ofa hierarchical approach to least burdensome beginning with the
lowest level of burden.

Unfavorable Approaches to Least Burdensome

Examnle B
.

Title: Diagnostic Ultrasound Guidance Document

The guidance document requires submission of acoustic output data rather than a
certification that testing has been completed; data would h subject to inspection under
the Design Control portion of a q~lity system inspection. Therefore, it should not be
required in the submission. Also, the guidance requires submission of Doppler sensitivity
data which FDA has stated will not be used= pm of fie SE decision. If the data is not
needed for an SE deeisio~ it is diflicult to understand the need for the data. Therefore,
the requ”wment for the Doppler sensitivity data should be deleted from the document.

Illustrated principIe:

. Self+xpIanatory

15



Examr)le C

Title: Guidance on Premarket Notification for Washers and Washer Disinfectors Intended
to Process Reusable Medical Devices

Title: Guidance on the Content and Format of Premarket Notification Submissions for
Liquid Chemical Sterilants and High Level Disinfectants

Companies have submitted extensive comments on these documents noting the concerns
regarding application of least burdensome principles.

Examnle D

Title: Concerns for Mycobacterial suscepti~3ity testing when there are established
interpretive criteria (NCCLS) for both the drug and the organism

This drafl guidance represents FDA’s current thinking on submissions for antimicrobial
susceptibility testing (AST) for first line drugs used in the treatment of tuberculosis. This
guidance requires analytical testing for a variety of drug resistant strains of M.
tuberculosis and clinical testing invoIving several thousand patients. It also requires the
applicant to include test results for a CDC paneI of rarely isolated organisms (“one of a
kind bugs”), in internal studies and at external sites. It also requires sampIes from all
discrepant results and resistant results to be sent to ttvo FDA selected third pany arbiters
for “definitive” resolution, in addition to any mechanism the protocol incIudes for
resolution of discrepant (e.g. testing at a clinical site other than the one that produced the
original result.) FDA also has suggested, but has not required, that treatment outcome
information from the patients tested wouId be most appropriate. That, how’ever,
addresses not only the appropriateness of the diagnosis, but also the effectiveness of the
antibiotic treatment. If clinical testing is needed at all, let the sites do the reconciliation of
discrepant by sending the resistants and discrepant, blind coded, to a site other than the
one that identified them.

Illustrated principles:

. FDA should not require clinical datain510(k)s when substantial equivalence to
predicate has been shown with other types of testing

16



ATTACHMENT ill

——





.

Percentage of First Actions Within
Time Frame

Relevant FY 1999 Performance FY 1997 BaseiineTime Frame Statute Plan Goal (Estimate) Overdue’
PDUFA:

ReviewPriorityNDAswithin6 Section101(4)of 90percent 100percent omonths(CDER)(PDUFAII FDAMA.FD&CAct
commitmentletter) Sec.505(b)

ReviewStandardNDAswithin Section101(4)of 90percent 99percent o12montis (CD~) (pD~A E FDAMA.FD&CAct
commitmentletter) sec.505(b)

ReviewPriority section 101(4)of 90 percent 100 percentNDAs/PWWMs within 6 ~AMA. ~&C Act o

months(CBER)(PDUFAII sIX.505(b)forNIV%.
commitmentletter) NoneforPLAs/BLAs.

ReviewStandard section101(4)of 90 percent 100 percentNDAs/PLAs/BLAswithin12 m AMA.FD&CAct o
months(CBER)(TDUFAII Sec.505(b)forND&.
Commitmentletter) NoneforPLWBLA5.

Reviewpriorityefficacysupple- Section 101(4)of 90percent 100percentmentswithin6 months(CDER m AhL4.FD&CAct o

& CBER) (PDUFAII cornrnit- Sec.505 forNDAs.
mentletter) NoneforPLA#BLh.

NON-PDUFA:

ReviewANDAswithin180days FD&CAct 60percent
(CDER) 54percent

Sec. 505(j) 142

Reviewandacton BIoodand Nostatutory 70percent 83percent 4source plasma PLAs/BLAs q uirement.
within 12 months (Internal time
frame) (CBER)

Review PMAs within 180days FD&C Act 50 percent 65 percent
(CDRH) Sec. 515(d)(l)(A)

o
.

Review 5 I(l(k)s within 90 &ys ID& C Act Sec. 90 percent 98 percent
of receipt Slo(k ) and (n) o

Reviewfoodand color additive p- ID& C Act Sec. ~ 30 percent 24percent (within 52titiOtlSwithin 360&ys.(CFSAN) and SU. 721 180 &yS)**
ooalsarelXUedon360 &y5. Fy
1997baselinebiUedonl&3&ys
(Statutotyq *t)y*

Review NADAs and ANADAs FD&c Act None 75 percent 6
within 180 days (CVM) sec.5 12(C)(1)

* Thenumk ofapplicationsoverdueat the end of FY 1998.

** For p,+tions received in ~ Is!96,using tie ~vious petition review procedure, 24 percent of petitionsreceived“fret action’within180days.
CFSAN re-engineered the petition review process in FY 1998 and redefined “firstaction.” FY 1997 figtms and FY 1999 are not directly comparable.

FY 2000 Pe~onnance Goals are not identxjied in this Plan. Spec13cation of these goais is dependent upon$nal determination of the
Presidents FY2W Budget submission to Congress.

68 FDA P?rm fnr .wtIJtnrv f%mnlinn~~ m.
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MEDICAL DEVICES AND RADIOLOGICAL HEALTH

Program Strategic Goals
.

Strategic Goal 1:
Ensure that medical devices intended for human use are safe, effective
and properly labeled by assuring that premarket submissions are
properly processed within the specified time frames as directed by law.

Resources: $70,325,000 639 FTEs

Performance Goals:

9 Increase the on-time percentage of Prernarkt Approval Application (PMA) first
actions (within 180 days) and Humanitarian Device Exemption (HOE) first actions
(within 75 days) completed from 67 percent in FY 1998 to 85 percent in FY 2000

and 95 percent by FY 2002.7
““This goal suppofis the accomplishmentof the NPR High Impact Agency goal, Faster
Access to Important New Medi~I Devices**

w Review and complete 85 percent of Premarket Approval Application (PMA)

supplements for new indications within 180 days in FY 2000 and 95 percent by

FY 2002.7

● Review and complete 85 percent of complex 510(k) (Premarket Notification) final
actions within 90 days in FY 2000 and 95 percent by FY 2002.7

● Review and complete 95 percent of 510(k) (Premarket Notification) first actions
within 90 days.7

● Complete 95 percent of Investigational Device Exemptions (IDE) “Agreement”
, meetings and Premarket Approval Application (PMA) “Determination” meetings

within 30 days.’
●“ThiSgoal supports the accomplishment of the NPR High Impact Agency goal, Faster
Access to Important New Medical Devices””

Rationale:

Medical devices intended for marketing in the United states are subject to rigorous

premarket review by the FDA. Prior to marketing a device, manufacturers must seek FDA
safety and effectiveness approval of their products. FDA is responsible for assigning
marketed medical devices to a regulatow categov (Class l—General Controls; Class
n-Special Controls: Class 111—Premarket Approval). FDA reviews: 1) premarket

7Achievement of this performance gOi31target ievel is dependent upon passage of User Fee
legislation and establishment of manage~nt sYstems to implement user fees by the beginning of FY
2000.
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MEDICAL DEVICES AND RAD1OLOGICAL HEALTH

Baseline Data: PMsOyA nl PMAs & HflEq

FY 1996: 51?40 Not applicable
FY 1997: 79% Not applicable “
FY 1998: 83% (estimate) 67% (estimate)
FY 1999: 70% (target) 65% (target)

Goal Statement: Review and complete 85 percent of Premarket Approval Application
(PMA) supplements for new indications within 180 days in FY 2000 and 95 percent
by FY 2002.

Data Sources: CDRH Premarket Tracking System and Receipt Cohorts

Baseline Data: FY 1997: 65%
FY 1998: 86°A (estimate)
FY 1999: 70?40(target)

Goal Statement: Review and complete 85 percent of complex 510(k) (Premarket
Notification) final actions within 90 days in FY 2000 and 95 percent by FY 2002.

Data Sources: CDRH Premarket Tracking System and Receipt Cohorts

Baseline Data: FY 1996: 65%
FY 1997: 70%
FY 1998: 72% (estimate)
FY 1999: 65% (target)

Goal Statement: Review and complete 95 percent of 510(k) (Premarket Notification)
first actions within 90 days.

Data Sources: CDRH Premarket Tracking System and Receipt Cohorts

Baseline Data: FY 1996: 94%
FY 1997: 98°h
FY 1998: 99.5%
FY 1999: 90% (target)

Goal Statement Complete 95 percent of Investigational Device Exemption (IDE)
“Agreement” meetings and Premarket Approval Application (PMA) “Determination”
meetings within 30 days.

‘*This goal supports the accomplishment of the NPR High Impact Agency goal, Faster Access to
Important New Medical Devices*”

Data Sources: CDRH Premarket Tracking System and Receipt Cohorts
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‘TALKING WITH STAKEHOLDERS ABOUT FDA MODERNIZATION”

Presentation in Connection with April 28, 1999, FDA Stakeholders Meeting in Atlanta, Georgia

Nancy Singer
Special Counsel

HeaIth Industry Manufacturers Association

Docket No. 99N-0386

Good afternoon. My name is Nancy Singer and I am special counsel for the Health

Industry Manufacturers Association. The Health Industry Manufacturers Association (HIMA) is

a Washington, D.C.-based trade association and the largest medical technology association in the

world. HIMA represents more than 800 manufacturers of medical devices, diagnostic products,

and medical information systems. HIMA’s members manufacture nearly 90 percent of the S62

billion of health care technology products purchased annually in the United States, and more than

50 percent of the $147 billion purchased annually around the world.

I appreciate the opportunity to be here. Since this is the Office of Regulatory Affairs site,

my remarks today will focus on the question, “What action do you propose to enable FDA’s

Office of Regulatory Affairs to focus resources on areas of greatest risk to the public health?’

It is HIMA’s belief that FDA, working with device manufacturers, has implemented

many changes that have focused the agency’s resources, improved the efficiency of FDA

inspections, and made the enforcement process more equitable. These activities have a direct

bearing on the public health. Cooperative efforts toward efficiency and fairness need to continue

so that industry can work with FDA to enable patients to have timely access to safe and effective

medical devices.

Medical device companies see themselves as innovators in the diagnosis, cure, or

treatment of disease or injury. Their success depends on allowing patients early access to their

technically advanced, safe, and effective devices. FDA officials see themselves as the guardians

of the public health. Their mandate is to foster the introduction of new technology and to ensure

that the devices designed to diagnose, cure, or treat disease or injuries do not inadvertently cause

harm. One of the ways FDA accomplishes its mandate is through the inspection of device

manufacturers. During the past few years, many ofilcials in the OffIce of Regulatory Affairs

(ORA) and the Center for Devices and Radiological Health (CDRH) have begun to view industry

as a pmer rather than an adversary.



%

FDA Enforcement in the Early 1990s .

In November 1990, David Kessler became the Commissioner of Food and Drugs. In

speeches, he repeatedly stated that FDA enforcement “needed to be taken up a notch.”

One of his initiatives was to decentralize the power for enforcement actions and delegate

authority to officials in FDA district offices to send warning letters. The district officials were

instructed not to be predictable in their enforcement actions, They were to go into a firm, spot

regulatory violations, and then go on to find different regulatory violations in other companies.

These initiatives caused companies to be suspicious of FDA because they were fearful of

unpredictable and inconsistent regulatory actions.

Stimuli to Change

In 1994, HIMA polled the industry regarding its concerns about FDA enforcement

policies and developed recommendations to improve the inspection process. In meetings with

officials from FDA’s Office of Regulatory Affairs and CDRH, HIMA suggested items such as:

■ Conducting preannounced inspections.

= Annotating the FDA 483 with completed or promised corrective actions

~ Requiring that annotations be put in context (e.g., the investigator examined 50 complaints

and found that 3 had not been reported as MDRs).

“ Issuing close out letters after inspections.

A group of FDA ol%cials received similar input from the Medical Device Industry Initiatives

Grassroots Task Force, an industry group consisting of representatives of national and regional

medical device associations.

Cognizant of its diminishing budgetary resources and of the reasonableness of the

suggestions presented, FDA, in 1996, implemented a pilot program that included the items noted

above. The agency subsequently sumeyed the investigators and the companies being inspected,

and found that the respondents in both groups believed that the pilot program improved the

efficiency of inspections and the qualiw of communication beween the investigator and the

company. The program was so successful hat in March 1W, the features of the program

became part of FDA’s standard operating procedures for conducting medical device inspections.

The program is currently being piloted in other centers.

To solicit additional ideas on how to fhrther improve the inspection process, from 1996-

1997, FDA met with industry officials from medical device companies in various cities,



..

including Atlanta, Dallas, Nashville, Boston, Charlotte, and Orlando. Some of the suggestions

coming out of these meetings included:

● Conducting joint training for industry and FDA investigators on the new requirements.

“ Providing the establishment inspection reports (EIRs) automatically to companies afier they

have been inspected.

■ Excluding from warning letters items that have been corrected or for which corrections have

been promised.

■ Increasing the time for companies to respond to FDA 483 observations, and acknowledging

their response in the warning letter.

FDA Response to Industry Suggestions

Joint Training. In response to the industry suggestion on joint training, FDA’s

Southwest Region conducted joint training for FDA and industry personnel on how to comply

with the MDR requirements. FDA also worked with the Food and Drug Law Institute and with

national and regional device associations to present periodic teleconferences on FDA

requirements for members of the industry and FDA officials. Additional] y, the agency

conducted joint training on how to comply with the design control portion of the new quality

system regulation.

Establishment Inspection Reports. FDA has instituted a program under which it

automatically provides EIRs to companies after their FDA inspections. This program has proven

to be very successful, with companies better able to understand FDA’s conclusions about their

firm’s state of compliance.

Warning Letter Pilot. Prompted by one of the industry’s pressing concerns about the

impact that warning letters had on their corporate image and stock price, a committee of the

. Medical Device Industry Initiatives Grassroots Task Force working with FDA officials designed

an 18-month pilot program intended to preclude FDA from sending warning letters to companies

who had corrected or were in the process of correcting deficiencies. The way the program works

is as follows. Beginning March 29, 1999, after a domestic device investigation, a company with

a good compliance record with FDA requirements WN be given 15 working days to respond to

deficiencies that would have previously triggered a warning letter. If the response is deemed to

be satisfactory, then a warning letter will not be issued. Instead, FDA will issue a

postinspectional notification letter. The letter will state that while the inspection found quality

system deficiencies which, if not corrected, would warrant a warning letter, the company’s

written response has satisfied FDA that the company has taken or will take appropriate comective

actions. Ifi at a later time, FDA observes that the deviations from the quality system regulation

3
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have not been remedied, the agency may take regulatory action (seizure, injunction, and civil

penalties) without notice.

The program also addresses situations that would have warranted a warning letter for

failure to submit a 510(k) application or for labeling violations. Under this program, companies,

in most instances, will receive an untitled letter within 30 working days of the FDA inspection.

Companies will have 15 days to respond to FDA. CDRH will then have 30 days to consider the

firm’s response. If the firm’s response is satisfacto~, FDA will send a postinspectional letter

similar to the one discussed above. HIMA applauds the agency for this initiative as it provides

the device industry with the opportunity to make corrections and forego the receipt of a warning

letter without diminishing the agency’s authority.

Inspection Evaluation Survey. For years, industry has made various allegations about

the lack of uniformity in FDA inspections. In an attempt to get accurate data, a committee of the

Medical Device Industry Initiatives Grassroots Task Force, in cooperation with University of

California Irvine’s Center for Statistical Consulting (UCI), designed a medical device inspection

evaluation survey to provide a mechanism by which industry can provide anonymous feedback

to 01L4 and members of the public regarding the FDA inspection process. The survey, which

began on March 1, 1999, will be piloted for one year.

Upon completion of an FDA inspection, the investigator will fill out the top portion of the

survey that contains background information about the company and the devices it manufactures,

the name of the investigator, the FDA district, whether or not a 483 was issued, and the reason

for the inspection. After completing the form, the investigator will give it to an official at the

firm that is being inspected, ask him or her to complete it, and return it in the stamped envelope

to UCI.

Data will be entered and analyzed at UCI, with specifics about companies and

investigators kept confidential. UCI will analyze the data at the end of six months and at the end

of one year. To show trends in satisfaction and perceived problems, a comparison of the
.

responses both nationally and by individual districts will be made. HIMA believes that the

evaluation will provide concrete data about what is going on during the FDA inspection process

and where and how the process can be improved.

Quality System Inspection Technique (QSIT)

For years, members of the industry complained that FDA investigators inspecting their

companies focused on individual deviations from the good manufacturing practice regulations

rather than on whether their company had a quality system in place that was designed to
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manufacture safe and effective products. In 1998, an ad hoc group of FDA and industry officials

developed recommendations to address these concerns.

Based on the group’s recommendations, a CDRH team led by Tim Wells developed a new

systems approach for FDA inspections, which they called the Quality System Inspection

Technique (QSIT). QSIT is based on the premise that the quality system regulation has seven

major subsystems whose requirements intersect. The subsystems are

Management controls.

Design controls.

Corrective and preventive actions.

Production and process controls.

Record/document/change controls.

Material controls.

Facility controls.

During an initial inspection, an FDA investigator will examine \vhether the company has

the first four subsystems in place, and whether it is manufacturing products under the procedures

required by those subsystems. If a company has an inspection following which no official action

is indicated, subsequent inspections will be more limited. HIMA supports this program and

predicts that it will result in focused and eflicient inspections.

Conclusion

FDA officials working with industry have made tremendous progress in allo~vingFDA to

focus its resources to improve the manner of conducting inspections and making the procedure

‘ for initiating regulatory action more equitable. This interactive exchange needs not only to

continue, but also should be used as a model for how FDA can protect the public health by

working with industry to improve all aspects of the regulatory process.


